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DETAILED ACTION 

Election/Restrictions 
1. Applicant's election with traverse of Group III, claims 78-79 in the reply filed on 
1 1-21-06 is acknowledged. The traversal is on the ground(s) that the search of Groups 
I, II, and III would not impose a serious burden upon the examiner because a search 
concerning the patentability of the invention of one group is likely to uncover art of 
interest into the other group. This is not found persuasive because a search for a point 
mutation (as set forth in the claims of group III) at one particular nucleotide would not be 
coextensive with a search that would identify smaller nucleotide sequences that don't 
overlap with the region of the point mutation recited in group III. Moreover, the invention 
set forth in group II comprises a search for partial or complete deletions, not for 
substitutions that would result in the change of an amino acid. Therefore, the search of 
invention group III would not be coextensive with that of invention group II. Moreover, 
the search of invention group I, which comprises the use of a plurality of short primer 
sequences, would not be coextensive with the search of group II or III. Moreover, as 
stated in the prior office Action, the review of multiple search reports for each of the 
sequences recited in claim 62 would also constitute an examination burden since the 
search of each of these sequences would potentially produce multiple pages of search 
results that would have to be properly reviewed and considered. The search of any one 
fragment, primer, partial sequence or variant is not a search of any other because the 
searches are not co-extensive and would not reveal all relevant art to the patentably 
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distinct inventions. The MPEP does not require that multiples sequences be examined 
in a single application. 

The requirement is still deemed proper and is therefore made FINAL. 

2. Claims 43-77 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement in the reply 
filed on 11-21-06. 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claims 78-79 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue." These 
factors include, but are not limited to: 

(A) The breadth of the claims; 

(B) The nature of the invention; 
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(C) The state of the prior art; 

(D) The level of one of ordinary skill; 

(E) The level of predictability in the art; 

(F) The amount of direction provided by the inventor; 

(G) The existence of working examples; and 

(H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. 

In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

The test of enablement is whether one reasonably skilled in the art could make or 
use the invention from the disclosures in the patent coupled with information known in 
the art without undue experimentation. 

The scope of the instant invention comprises wherein the identification of a single 
point mutation at nucleotide position 366 of SEQ ID NO: 1 or SEQ ID NO: 2 in any 
human would produce a determination of a predisposition to Parkinson's disease. It is 
noted that the claims does not require that the point mutation be present in both strands 
of the DNA present in a human. Moreover, the instant claims are drawn to wherein the 
point mutation may comprise wherein the "C" at position 366 is changed from C to A, G, 
or T, or to even wherein there is a deletion at position 366. Additionally, the scope of 
the claims encompasses wherein the human patient, is any human subject, including all 
ethnic backgrounds, age backgrounds, as well as both male and female. 
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The nature of the present invention requires knowledge of a relationship between 
the presence of a single nucleotide polymorphism in the Parkin gene (SEQ ID NO: 1 or 
3) and the increased risk to develop Parkinson's disease. 

Parkinson's disease (PD) is not regarded as a single disease and there is a high 
level of difficulty in distinguishing PD from other forms of parkinsonism, see for example 
Tolosa et al. (2006), which states: 

"Parkinson's disease is a progressive neurological disorder characterised by tremor, rigidity, and slowness 
of movements, and is associated with progressive neuronal loss of the substantia nigra and other brain structures. 
Non-motor features, such as dementia and dysautonomia, occur frequently, especially in advanced stages of 
disease. Parkinson's disease is not regarded as a single disease entity and the term does not necessarily mean the 
same for all clinicians and researchers. Some use the term as a strictly clinical diagnosis and might accept different 
pathological substrates underlying the syndrome. Others will use the term only for those cases of idiopathic 
parkinsonism associated with Lewy body inclusions in the nigra cells and in cells in other brain regions. Here we use 
the term Parkinson's disease to refer to a clinical condition— progressive parkinsonism of undetermined cause 
without features suggestive of an alternative diagnosis responding to dopaminergic treatment— associated with 
depletion of brainstem neurons and with Lewy body inclusions in some of the remaining nerve cells. 

Although a diagnosis of Parkinson's disease, as defined above, can be a straightforward clinical exercise 
in patients with typical presentations of cardinal signs and excellent response to levodopa treatment, the differential 
diagnosis versus other forms of parkinsonism can be challenging, especially early in the disease when signs and 
symptoms of different forms of parkinsonism have greater overlap. Error rates in clinicopathological series have been 
as high as 24% even though most of the patients in these studies had been treated by movement-disorder 
specialists." (see page 75)." 

Tolosa et aL concluded that "[Djespite advances in imaging and genetics of 
parkinsonian disorders the diagnosis of Parkinson's disease remains a primarily clinical 
exercise. However, the clinical diagnostic uncertainty is high at initial presentation and 
up to 30% of patients initially diagnosed as having the disease are clinically reclassified, 
even in specialized units." (see page 82, conclusion). 

Additionally, it is clear from the state of the art that both parkinsonism and 
Parkinson's disease are difficult to diagnose. For example, Meara et al., taught that out 
of 402 subjects with presumed Parkinson's disease, a definite diagnosis of PD was only 
made in 213 (53%) of the cases. Additionally, parkinsonism was confirmed in only 299 



(74%) of the subjects, and of these 299, 213 or 71% of the individuals with 
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parkinsonism was judged to be clinically probable Parkinson's disease, (see Results 
section on page 100). 

According to the specification as filed, in regards to the R366W polymorphism, 
although the expected frequencies of the three genotypes were exactly the same 
between the PD patients and the control, the allele frequencies of the Arginine to 
Tryptophan polymorphism at nucleotide position 366 (CGG-> TGG) differed significantly 
between PD patients and the control subjects (see pages 42, paragraph [0142]). 
Moreover, the specification stated that the allele frequency in the PD patients was 
significantly lower compared to that of the control. Based upon these observations 
Applicants concluded that since the allele frequency of R366W was extremely low in PD 
patients, this result suggested that the allele constitutes a protective factor against PD 
that inhibits onset of PD. 

Applicant's conclusion that the frequency of this allele constitutes a protective 
factor against PD is not supported by any experimental data, since individuals having 
the R366W polymorphism in the PD group still had the disease (see Table 7). 
Furthermore, the instant claims are drawn to a method for diagnosing a predisposition 
of a human subject for Parkinson's disease by observing the presence of an Arg to Trp 
mutation at position 366, namely the R366W polymorphism. However, according to 
Applicant's specification this polymorphism "functions as a protective factor against PD." 
Applicant's specification appears to contradict the method recited in claims 78-79. 

Furthermore, Sinha et al. provided a study further elucidating the role of the 
parkin gene mutations and the development of Parkinson's disease. The R366W 
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polymorphism was studied, see Table 1, and Table 2, and it was concluded that there 
was no difference in the allele or genotype frequency among PD patients and controls 
(see page 344, paragraphs 1-2). The findings of Sinha et al. did not support a major 
role of parkin mutations in the majority of cases of Parkinson's disease (see last 
paragraph, page 345). 

Due to the high level of unpredictability associated with making an accurate 
diagnosis of Parkinson's disease, the limited guidance in the specification as filed, and 
the apparent contradiction with the results observed in Sinha et al., the skilled artisan 
would not have been able to practice the full scope of the claimed invention without 
undue experimentation. 



* I 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Janet L. Epps-Ford whose telephone number is 571- 



If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571.-272-1000. yj 



272-0757. The examiner can normally be reached on M-F, 10:00 AM through 6:30 PM. 
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